Fixed drug eruption (FDE) is a type of drug-induced cutaneous disorder that characteristically presents with recurrence of similar lesion at the same skin or mucosal site as a result of systemic exposure to a drug. Paracetamol is commonly prescribed analgesic-antipyretic agent in all age group of patients. FDE due to paracetamol is not very common but it is well reported in literature for all age groups. We report a case of a 7-year-old male with FDE due to paracetamol involving upper eyelid and presenting as an eyelid skin necrosis.
Fixed drug eruption (FDE) is commonly seen in children and adolescent age groups. It is defined as a cutaneous drug eruption that recurs at the same site upon administration of the same drug and heals with residual hyperpigmentation. The residual hyperpigmentation serves as an indicator of site recognition. [1] Missing the diagnosis of FDE can lead to recurrent eruptions when the offending drug is readministered. [2] Isolated involvement of the eyelid and periocular skin in FDE is rare. Paracetamol is a readily available over the counter antipyretic and is generally well tolerated at recommended dose. Its cutaneous adverse effects are rare, varying from mild pruritis to severe form of rash as in Stevens-Johnson syndrome and even fatal toxic epidermal necrolysis. [3, 4] 
Case Report
A 7-year-old male child presented with history of painful left upper eyelid swelling with overlying skin excoriation and ulceration of 3 days duration. There was history of associated fever that was treated with antipyretics. On examination he had left upper eyelid erythema and edema causing mild ptosis along with a well-defined area of bluish-purple discoloration of the lateral upper eyelid skin [ Fig. 1 ]. His visual acuity was 20/20 in both eyes and anterior and posterior segments were normal. Ocular movements were full and free. Diagnosis of left eye pre-septal cellulites was made and he was prescribed oral antibiotics. After 3 days there was no improvement in the eyelid swelling and erythema and there was sloughing of the lateral eyelid skin epidermis and the underlying dermis appeared necrotic. A provisional diagnosis of eyelid skin necrotizing fasciitis was made, secondary to preseptal cellulitis. Scrapping from necrotic eyelid skin tissue was sent for microscopy and culture the reports of which were negative.
On further enquiry, parents gave history of similar episode of eyelid swelling associated with fever in the past. It subsided on its own after the resolution of the fever. The febrile episodes were treated with paracetamol each time. In view of similar chronological events in each febrile episode and same site of recurrence of the lesion and absence of any other associated systemic illness, possibility of FDE due to antipyretic paracetamol was thought of. Using Naranjo ADR probability scale and WHO-UMC causality system, casual relationship between paracetamol intake and FDE was established. [5, 6] Allergy screening test by serum radioimmunoassay was done and that showed allergy to paracetamol. Paracetamol was discontinued and parents were counselled to avoid use of it for any febrile episodes in future. The eyelid skin lesion healed with hyperpigmentation [ Fig. 2 ].
Discussion
Pa r a c e t a m o l i s a w i d e l y u s e d o ve r t h e c o u n t e r analgesic-antipyretic agent and known to have safety profile with very low incidence of side effects. Toxic eruptions induced by paracetamol are rare and usually of the fixed pigmenting type. [3] Paracetamol induced FDE is reported in less than 1.5% of all cases of FDEs. [3, 4] The reactions can present as maculopapular rash, cellulites like reaction, bullous reaction, or pigmenting type. [2, 3, 7, 8] The pigmenting FDE, usually manifests as round or oval, sharply demarcated erythematous or edematous plaques located on the lip, hip, sacrum, leg, hand, face, oral mucosa, and genitalia. [9] In our case, FDE due to paracetamol is fixed pigmenting type and involved the left upper eyelid and simulated preseptal cellulitis and eyelid skin necrosis. Based on these findings, a provisional diagnosis of necrotizing fasciitis of the eyelid was made and microbiological evaluation of the skin scrapping was done to rule out any infective etiology. Ocular involvement in FDE has been reported rarely in literature. Rubegni et al. have reported a case of generalized FDE from nimesulide with ocular involvement. [10] The ocular symptoms of conjunctival edema and injection were associated with an erythematous plaque over lower eyelid. The generalized skin rash developed within hours of onset of ocular symptoms and the diagnosis was established on skin biopsy and patch test.
In our patient, similar eyelid involvement had happened with prior exposure to paracetamol without any associated systemic manifestations. The casual relationship with paracetamol was established using Naranjo ADR probability scale (score of +7) and WHO-UMC causality system. [5, 6, 11] Parents did not give consent for a skin test or drug challenge test and the drug allergy was confirmed by allergy test using serum specific radio immunoassay that showed allergy to paracetamol.
The erythematous patches or plaques of FDE gradually fade with residual hyperpigmentation. In our case FDE started with left upper lid swelling, erythema, and skin necrosis that healed with residual hyperpigmentation after discontinuation of paracetamol.
FDE may also follow a site-specific eruption pattern. For example, trimethoprim-sulfamethoxazole has been shown to favor the genital region, especially in males and naproxen and the oxicams involve the lips, dipyrone on trunk and extremities. [9] To the best of our knowledge, paracetamol causing site specific FDE has not been reported.
Conclusion
In conclusion, we report a case of paracetamol-induced FDE involving upper eyelid presenting as eyelid skin necrosis. Paracetamol is widely prescribed by clinicians and is available as over the counter drug. FDE with isolated eyelid involvement will often present to the ophthalmologist and the clinician should be aware of this clinical appearance and suspect FDE in cases with recurrent eyelid skin erythema and edema at same site following ingestion of paracetamol or other drugs. Patient should be advised to avoid the particular drug to prevent further adverse reactions.
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A 39-year-old female presented with a painless yellow-pink tumor on her right eye. High-frequency ultrasound imaging revealed an epibulbar lesion with homogenous low internal reflectivity and no evidence of intraocular invasion. The patient underwent excisional biopsy leading to a pathology diagnosis of myxoma. Additional surgical margins as well as adjuvant cryotherapy margins were followed by extensive conjunctival repair. Herein, we report on a conjunctival myxoma with unique ultrasonographic findings.
Key words: Conjunctiva, high frequency, myxoma, tumor, ultrasound, ultrasound biomicroscopy Myxoma is a rare, benign stromal tumor of mesenchymal origin often confused with other conjunctival stromal tumors. [1] [2] [3] Conjunctival myxomas are thought to originate in Tenon's capsule and can masquerade as conjunctival lymphoma, lymphangioma, ocular surface squamous neoplasia (OSSN), or amelanotic melanoma. [2] Syndromic associations such as Carney complex and Zollinger-Ellison syndrome warrant systemic evaluation as ocular signs may precede systemic findings. [4] Herein, we describe unique ultrasonographic findings of a conjunctival myxoma.
Case Report
A female was referred to The New York Eye Cancer Center with a painless mass in the right eye for 5 years duration.
Ophthalmic oncology examination revealed a visual acuity of 20/20 in both eyes. A yellow-pink subconjunctival mass lesion was noted on temporal bulbar conjunctiva on the right eye. Though there were no posterior feeder vessels, fine intrinsic tumor vascularity was present [ Fig. 1 ]. Her intraocular pressure measurement was 15 mmHg in the right eye. Anterior segment examination (including photographic documentation of all conjunctival surfaces), gonioscopy, and dilated funduscopic examination were within normal limits. There was no palpable preauricular or cervical lymphadenopathy.
High-frequency ultrasound imaging
Ultrasound biomicroscopy showed a dome-shaped epibulbar mass, measuring 7.9 by 6.7 mm in basal dimension with 1.5 mm of tumor thickness. Internal reflectivity was uniformly low. Multiple hypoechogenic vascular foci were seen scattered throughout the tumor [ Fig. 2 ]. There was no scleral or intraocular invasion.
Informed consent and patient care complied with the tenets of the Declaration of Helsinki. Patient information was handled according to the United States Health Insurance Privacy and Portability Act. That said, close observation for growth or primary excisional biopsy was recommended. Mutually preferring the latter, the patient underwent primary excision (2 mm margins) with intraoperative frozen section evaluation. In that, the tumor had been poorly demarcated on slit-lamp examination; an additional 5 mm excisional margin plus 2-3 mm double freeze-thaw cryotherapy-treated margins were added. Extensive mobilization of the conjunctiva and Tenon's allowed closure. All excised tissues were sent for pathology for permanent section evaluation.
Histopathology revealed an irregularly delineated, paucicellular, limbal mass composed of evenly dispersed proliferating spindle cells in a myxoid matrix without melanin pigmentation; overlying epithelium was unremarkable. Numerous small blood vessels were seen in the stroma suggestive of intrinsic tumor vascularity. Immunohistochemistry showed lesional cells label for vimentin and smooth muscle actin (SMA), while negative for S100. The stroma stained positive for Alcian blue stain. A Ki-67 stain did not show an increase in proliferation index. Overall, features were consistent with a myxoma [Fig. 3 ].
In consideration of her biopsy findings, systemic evaluation including an echocardiography was requested.
